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^= (57) Abstract: A combination of pharmaceutical 

preparations which are simultaneously, separately, or 
successively administered in treatments for cancers. It 
comprises the following two separate preparations: * a 
pharmaceutical preparation comprising a pharmaceutically 
acceptable support or diluent and either at least one 
compound represented by the general formula [I]: P] 
(wherein R 1 and R 2 each independently represents hydrogen, 
(I) lower alkyl, etc.; G represents a pentose group, etc.; 

and X 1 and X 2 each independently represents hydrogen, 
halogeno, etc.) or a pharmaceuticaUy acceptable salt of the 
compound and * a pharmaceutical preparation comprising 
a pharmaceutically acceptable support or diluent and any 
of an anticancer alkylating agent, anticancer antimetabilite, 
anticancer antibiotic, plant-derived anticancer agent, and the 
like (the pharmaceutical preparation containing at least one compound represented by the above formula [I] or a pharmaceutically 
acceptable salt thereof may be used in combination with two or more other anticancer agents). Also provided is a method of 
treatments for cancers, characterized by administering these pharmaceutical preparations in combination. 
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io iR-rx^-rsiit^^s- 

aea«) £bT-**;n**>& ; h#^*>«, *@^>*x (Qv 

entas) fr*> ; %>zfbT*s>1t. *B7;i/ h* U y?->r5.1l)Vi£Efrt>> 

n>-A o$a£) tbTjaa^a*^ ; <>^-7xD>a-2btt, <f> 

hn>A (i^a£) £LT5'xU>^:/9#3&*& ; <>^7xD>0H I 
FNj3 (ma«) iUT«pBa»ai^6 ; -f>^-7xn> r -laii -fA/ 
20 vy^-r GSa£) £bT#IHg»SSj&>& ; RtW >^-^xn>r-n 

X#^>o 

p a p£) ttt£^&; W>^>», (1«a*) il/T7^>f 

25 -f ; '>77^5>tt, V^7^> (lffia«) £bT*«ff«2fefr5 ; tf 
^7tn-;i/tt, t?v-A--;i/ 0&a£) tltw»^; W7^-^ 
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LT, US M^&fct 3 CI <£: #T # S . 

jLZ>Z.k.ifiX<g%&. ^©g^iLT, m*-l£. 1 0^fc9©J&Al A^D© 
10^ll5mg/m 2 , ^^fc^b<«13rag/m 2 (#3* 

o^fflp^fr^^^^T^-s. zzx. Am^com^ mxu. i~4 
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5-7)\,ytuV5$s)V (5-FU) ^P&^©i§^ 
1 H2 0 0-3 0 0mg£l~3lElK:BB&#U St^^^te, #I*.fe£, 1 
0 5-1 5mg/kg$fil50©5BF^SlBlllI#aX«^^ab, 

5-7. 5mg/kg &H0te:iBiiHi»ax«jficai»a-rs <tS^«fc£. 
s-i (t^7-;i/ • ^^x^y h ■ tx^y 'J ^a) (Dfem&mz* m 

*) teu 1. 2 5m 2 *iii : 4 Omg/HK 1. 2 5m 2 K±~l. 5m 2 *f: 
50mg/[HK 1. 5m 2 J^± : 6 Omg/0T&D, ^©^iC^DMif 

^AS^I£>©i&*JIM!fc«* 0SAfc£, ¥2±i/?¥>tlsXl®l g/m 2 £3 

lBllUlOmg (0. 2mg/kg) ttlE) ^4-6 0^1 
B#M^ , 7>^3 y h&#^> 7~10BF B 1MU JinSrin— .XfcU 2- 
3 3— X^05g"To m&^MU, 5 0 0mg (llffi) /m 2 (fc^ffiW 

Xh^^HCWfH Mftai^iS'^ mfcf, 1 B 6 0-1 0 Omg 
/m 2 'OftefcffiSD T5BM^iS:#U 3ilF^m-T^ itlt^ 

igi7 5~2OOmg^5 0FIII^#U SmUtim?* 

(H-fe^^r-fe;i/7Kfn^) (DteiPM£te> 0S*.fc& ibihk F-fe 
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-vjtmfb&rrz m&m»r . 

/^y*^;V©»**tfc»* 0d*.fc£ igiHI2 10mg/m 2 

^xy7?>©Wfitt^ »IRrtftlt©*&» 0!I;tfc£, 1BHU50-70 
mg/m 2 (ttftlftt) T&#U 3imifiUfl#r* jt^iiMb 

*M^7f>©MWl 10 1@3OO~4OOmg/m^ 

3 0 frSk-kfr ttXAm&& \y > < t *> 4 ilPpl^f £ b 

1 0 Omg/m 2 , •iHMMHn?-3-4Ii|jftWab, 4>&< ..■ ~ • ..^#lrtr • 

au ^<^ 5 b3iar^^-rs. 
^n^7 7 5F©»mi »nRwait©«^> lBimio 

OmglB^U §f«^n§^lB 2 0 0 mg KJfMLTfccfc < , 
0 0 0-8 0 0 0mgS4t5^ jttii«UT'bJ:V>. £fc£«CJft 

»&fcJU 1 B 1 0 0-2 0 0mg«t5. 

-r uywmmwstti* 1 a 1132 5 omg^gnsw. 

SU5 4 16<DMW^ «*f& 6 O^ttTl 4 5mg/m 2 £iM2 HI 

IMC-C2 2 5©^iWl ^lBllC4 0 0mg/m 2 ^i 

fSL, ^(7^2 5 0mg/m 2 Srlijl^#aT^o 

RhuMabVEGFOj&tWl 3mg/kg$SlMtftt 
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^f.f 5Bgt5-FU 4 2 5mgM n-f3#»J> 2 0 0mg/m 2 $ 

2in&4jaifflifflis8-e»t)3g*r. 
io tsctm^, m^umfc (mam) &®.m^xmm-rz>zth-v%z>o 

#©«5i& ; WtfiftfU tf-;vtf n; v«^U t,MpW>^U n-;v 

)Vm<DT)Vu—)Vm; m*M*?-)Vtefru—7s* #;v#^pWHzJPn— X, 

x^;nr;i/a-7,^b < fit f n+^n fcr;i^^;v-fe;VD— x^o^-k;va 
20 nsssun«*^fe>tis. 

<£#©S»£S*P£bT, WAH ai*CSStl5ft^«0. 1 — 10 011%, 
Kf*b<tt5~10 0li%, $e>tC$f*b<«5~6 011%, «rfc$f£b< 
fc£5~4 Ofi»%©W^J&#£^TVvr:%>J;^o 
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©It^ttT, ^^.H 0. l~10lI%,ff*U<«0. l~5li% 
«n&-£Jfl©»»»U '>ay^«^©«SBl^ MH^fr©*****^ 

io i/T, wtwr, o. 5~i omm%<Dm®j$.ft*'£tsz.£&T*&2> B 

©»&«» mm*/uMm&*o. 9%£m&m*.mmtM&v* z<dm 



20 
25 



&T\zmffiM&mvfT*mw*^zM t &mzmw*rz>&* %t&Q*&wtez. 



WO 03/080077 

30 

5 §^011 1 

TBfcWaBfibfcfk 2 5 5-2 6 5mL Lf£%£o\Zt$Ml&&<D 

SS&J0»J2 . 

mmsmmi&mizT. %W4 5 0 0 g, ^n-fc^n-x 3 9 5 0 g, tna^ 

i/^Dtf;vt;i/D- X2 0 0 g> ^D^;^n-xtF'J^3 0 0 g, 

tlAlOOO g»lti^t5. ¥S®bJc2 0 0 0 g^gsillU il^tTjIt 

20 f7 U >i7^5/^7A 5 0 g ^VIS^iCTH^l, wiRfls-rs. ti&miz. 

XJ£ffij&MV, 2 0 0mg©^ija:-r§c 

mmmi 

25 a) MM 

^m i Mltm (FCS) ttt;^— htfcj^S, DMEMSi«if^/^7Xt 
j&>£A#bfco ft^A (JilH^ I ATS^nSfli^) ^«6©^rSs (M. 
Ohkubo et al. , Bioorg. & Med. Chem. L 
ett. , 9, 3307-3312 (1999)) fc«k0^bfc. ->7;^^^ 
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> (cddp, ^>#m \ZB*<m&Q, tsyfY^yy (cpt) 

tt<fc?K 7HU7"7-<i/> (ADM, 7HU7'») \WM$m&*). \Z >9 U 
X=P> (VCR, t>3t'» ttttNUCK iJ)V^^9-> (CBDCA) 

5 b) IDAg 

HCT 1 1 6 t h*»^«WB, SCC- 2 5th^iE A42 7kh 

*r 3l/^->a> (American Type Culture Col le 
ction; ATCC) £DA^bfc„ 

io c) wzmmk 

Mimi 0 »l F C S»JPDMEM»iSlC»»t, lT^&fcD 1 0 0 0<@/5 0 

5%co 2 -9 5 iw&mvtco &mm*v*7)vx)\'**>' 

15 ^X%>^rc7U— h IZ 5 0 V< ^ o U V h JVfoMbfc, 2 % VC c - < ; °c\ 
5%C0 2 -9 5^^in. iMI^I&©**«WST--8ife (H. 
Tominaga, et al. , Anal. Commun. , 36, 4 
7- 5 0 (1 9 9 9)) fc«k?)SiJ£bfc. 1 

h;vows t - 8 «as»«t&jn*.* 1 ~ 6 ftffi 3 7 c-rig^M 

20 w-x^e>, TV- b ^m^nrcy^jv^xDm^it^mzxm^v. 

2 0<D^J©ffiSf£fflte<V#a^5A(I s ob o 1 o g r ara)S(G. G. 
Steel and M. P e c k h am, I n t . J. Radiat. O 
ncol. Biol. Phys. , 5, 85-91 (1979)) SfflV^ 

5 0 %*f mifiltii^ (IC 50 ) «Bjia^a*^j;r«i»»ft (ic 5 

(t-Hi) mm<Dftmmft&n~2&& (^~H2) shk^u 2*cd^ 
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^At*M^7f>(D*if^ffflM^^t. otic, m^mz-D^xm 





CDDP 


CPT 


ADM 


CBDCA 1 


HCT116 


S 


S 




S 


SCC-25 


S 


S 






A427 


s 


S 






J82 


s 


s 


S 





S : ffliHf£/a, CDDP: ^X^y^>, CPT:# >~7 h^>. ADM:T H U TV 

io << 9 s> (K^v;nf~>» , cBDCA:*;i/5S^r r-> 



15 a^MifeMMffl^M CD 

P 3 8 8T^xejfiL^««H3£^-fe>^-J:DA^bfco 

b) ttX 

20 its® a, i/x^7f>, xh#->h% RtKTh*urv-r-» (H^y;nf^ 

c) ?JJM«fe 

P 3 8 8 V^XSifiL^tt^V^^ 1ES&7c9 1 0 0OT£BSJ^fi&~#*tbfc 
(Day 0) o SB (Day 1) \zMM&ZM*2m&mBft&-¥htto M 
25 ^J^fMWJ;^«ltit»l»Bt^I^Ufc. lUifcHTBt (Da 
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y 3 0) t££BU m7k%rM<DMtbBnfcfr*Dr£^V7,fe. ^ttb, £ 
#B$c£6 0 BtVXwYWhrco (I LS%, Increased Li 

f e Span) {j;PiT©^l:<k^Ji)fc. 

i ls%= ( (n»j«iii»©aE*H*) / (mmftttmmnmfrBm -i> 

X 1 0 o 

(C I , C omb ination Index) fc^g-*#$iJcE>M#3s 

*5«fciK^MBT<DM^^e>. nmzojjm mm mtit^mfe. 2 5, 

75-78 (199 8)) \Z £ DOT©5£T?3fc«>;fc. 
C I =#fflM«<E> ILS%/ (J-10708 8H£SIT<D I LS%+ffii^ 

TO I LS%) 

C I \Z&X)^<D&o\Z2mo&m®l&*¥\fe^Tzo 
C I > 1 : ffiffcS**, C I = 1 : *Bin8&^ C I< 1 : ^tri^ffl 



:2 



(mg/kg) 



mzmm 



(mg/kg) 



(ILS%) 



CI 



11.5±1.0 



75 



18.0±1.2 



CDDP 



1.67 



25.4±19.6 



ADM 



1.5 



19.0±1.9 



57 



121 



65 



VP-16 



7.5 



17.4±4.1 



51 



75 



CDDP 



1.67 



39.6 ±18.6 



244 



1.38 



-ftl^A 



75 



ADM 



1.5 



35.6 ±22.3 



210 



1.72 



<b^A 



75 



VP-16 



7.5 



52.8 ±16.1 



359 



3.33 



CDDP: ADM: 7 H U ( H^rV;Vlfv'» , VP-16: X 
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mmm3 

mm*m^ttm&mmm$k (2) 

a) -Wtt&TfifihMlfo 
5 A;HCT1161JIH7^U*> ^7 3 W^->a 0 A^b 

fee 

b) &&£ 

?is7)V (5-FU) «tS»»»J:D, cKn#U> : T-T V#U >&) 

10 aBBS6axii«kDA¥bfc. 
c) 

^-H-7^7^TT?iiiiilTVi§HCTl 1 6M|g^3mm^tcM^b, 

" ..7c (D a y 0) 0 





fttt 


1 


2«P (0. 5%^;W3-x»«i*«fc^aidft*©*18!#) 


2 


fb^A 0. 3mg/kgfi4» 


3 


5-FU 10mg/kg + n^3#'J> 83.3mg/k 


4 


fb^A 0. 3mg/kg + 5-FU lOmg/kg 
+ D-rn#U> 8 3. 3mg/kgM 



MAH Day 0 £ £tf 7 0 . 3mg/kg, MM^^Irofc, 
20 D-f n^UMSD ay 2, 4, 9 ££^1 lfc 8 3 . 3mg/kglil^ 
#£ffofco D^fa^U>^mFK5-FU^l Omg/kgiM^ 
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mmtm (cm 3 ) = (cm) X m& (cm) ) 2 /2) 

5 ^%A#&&#SM3«kO ? 5-FU+P-f3#U >&-^S$<Hfr&$>A + 5 - F U 
+ D-f3#U>fi#1&£Wjft^ift5£ (Mann-Whi tneyOU^) Sfr 
oTco fc^A+5-FU+p^P#U>S#ifc^ fls^A#$M8:#»^«ktX 
5-FU + P-f 3#U>«#^lt^ (P<0. 0 5) tf&ZtmmtS 

10 -&«A £ 5 - F U/P-T P# U <t 0 W&&M**BJOTfi9&^T , b 





¥^Jtta^M* (cm 3 ) 


^2pm^ (cm 3 ) 


mmm*'- ! 


1 


4.5 2 


0.41 




2 


4.2 7 


0. 14 


b 


3 


4. 44 


0. 4 7 


2 


4 


3. 17 


0. 12 


3 0 



15 SIMI4 

a) ^7.R0Wi4ffl)i£ 

4&V>L<5 5®^C9ffl£CDF 1 V^XBlI^P 3 8 8 ^^XajfiL^Mi^V^T^ 
20 b) Km 

c) %ami®& 

P 3 8 8^^xejfiL^M*^^^ lEfefcO 1 0 0 ^ffl*J»JBll^^*tb^ 
25 (Day 0) o SB (Day 1) fc*fl**V>tt2W*I*«Mft#bfc. * 
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y 30) \z±mis* m^wmomib^nfsiij^rc^^x^. ^m^^ £ 

#HiC§6 0SibTll'Il/fe. 1^(ILS%, Increased Li 
f e Span) H&J&ttl 2 tmmzj&tbfc. 

5 <b-&«A¥8fc, ADMm ^mt^mA^.UABumm\z^xm 
mm.(D i l s x&am»#*s#«>fc. -©s-^a^^^^M^^ 1 h 1 ihk 

10. ^5 















(mg/kg) 




(mg/kg) 


(ILS%) 










0 


fb^&A 


25 






79 






ADM 




92 


lfr&«BA 


5 


ADM 


0.3 


| 83 



ADM: 7HU7^"» (H^y;Hf^» 



16 





(mg/kg) 




(mg/kg) 


/i&Ki^ifc 


(g) 










0/4 


+0.8 


Ib^A 


25 






4/4 








ADM 


1.5 


0/4 


+0.1 


<b^)A 


5 


ADM 


0.3 


0/4 


+0.3 



ADM: 7HU7^'» (F^V;H£^» 



^ 5 SO* 6 £> o \Z, 4k&®A&7 H U 5» <h#fflf & 21 £ 
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10 jjJ5it#JB^n-5. ep^> 5U T^n^t-er^ mz, ±mz&*sA) a* 
a) 3ifflT?i£#sn*»^<fc!3fe^fc<TT^ cnicfctK aire 
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1. &/v%sm\z.&^Tmm\^ y.\tmk\z^-r^tb<ou^t>^- 




mctt;wi/*> s^g^r;^-;^ t7'j-;n, 

mr^jv^jm. RtflR«*sta£», ^;i/^^->;i/S> auwrE-oWk 

fctx;M^;«&^u -ebT, r 3 «> tK*®^ fii7;^;vs> ^d7 
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^ 5/7 j *RtWB»7;W3 *5/* ;P2fc;i/S^ s & saw* sa&s 

^b<teM&3g&S£l&Vib4^WbTVVT ! &<}:<, *UT, ^75/ 
Xtt, (CH,) n -R 4 0* {CUT?, R 4 te, fcTUSW*, 

^s^&^^^&^^ti^STem^nTv^Tt>i;v^gM7;wi'S^> * 

©SJiK:WbTV>T ! &<fc^)£J§Mfcb ; 

* 3ii#Wfcf^b#sm#x«^5!i£— trL^'/utt7;v^;wb^j, ta 

^Aytt^tHSi^J, tt**^ttlft£*!K, ffi*&E&*tfo&*A£RU ^A^S&SBtofb 
#u—j-)V$Lfc >f^-7xDX £tt¥ttft&flfftt!U RW©fl^C*«^J 
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5 - 1 — )W #;w#n>\ ftfA, 7-A7f>, xttT^yn? 

^JVf/^^fX 7*1/Wi/X ^□Y-fv'X ^h^^» 

#*>f, w?Vtt>. h*-fe^^-fe;K A°^u^^-fe;K xttify wnf>*r* 
&a*M4e&IB(fc*fr&4&fck ^7"7f>, 1tj)V^y"^>. *yy°??->, 

20 R*j/wtt*>7*hT'»^»#tt, -ruy^x h^*>, xte#>y 

^y^D— ^-;l/fet#:^ IMC-C2 2 5, RhuMa b VEGFXfciR i 
tux i ma b~C£D, 

>^-7iD>a-2b> ^><5?~-yx.u>&, ^>^-7iD>r-la, X 

^^m^mmnm. #w^>, u>^>. z^/y^^>. t^nx 
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tomm^m^ ^b*v>bu>, l-txa^^-^ ^d^;wn* 

^Stl^t;^ (nUT, R 1 , R 2 * R 3 . R 4 > m, Y, G> X 1 , 2WX 2 te\ 
10 #^M^J, 

5-7;^P^7^'>;i/; S-l; ^AS^t£>; F^v;nf~». x h# 
15 -.6.;. ■ IMC-C2 2 5> • RtfRhuMabVEGF^5^5f 

20 3. G&s 5& 
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HO OH 



10 6. R 1 **, TkfftlC^T&tK tfo, R 2 **, Sfc5£: 



7. R l #, Jto&liH^ifetK R 2 ^\ -CH 2 -R 4 (CUT?, R 4 te* 



8. R 1 /^ TRStK^fctK jfco, R 2 *^ -CH 2 -R 4 (ddT, R 4 te> 

9. R 1 *^ 7jcmM^T^D> fro, r»#, -CH 2 -R 4 R 4 te. 




OH 



15 Mo 



20 %L 



i o . flfe&a i fet&oss i T?3S$ns^«j*«, 5£ i a: 
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11. »^i8Btt©2t5CD»jM©i^j©^rn^— ^xttpw**, 

io s#u-i-)v$ifa -f>^-7xDx ^m^jsmmtm. xxPt<om&fih 
14. ^*jtw^*©»*^iia*©^:iT?*$na^'» R 1 * 

15 R 2 , R 3 * R 4 > m, Y, XK RtfX 2 te, ffcfcJS 1 ilWr**. ) 

/vVkttw&trinu m^/v^m^mm, mvom*m*/v#u 

u-^)vm^. -f>^7xnx &m^i&&mNm* i&*<Dmtt&AM (c 
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R 2 , R 3 , R 4 s m, Y, G, X 1 , &&X 2 \t. |MWltW«T**. ) 

<i s bia^±X«^-0^Wfc^b#?>^, 5-^;^pC77'>;W; s- 

5^7 >\ %>Zfh7-zs> ; -iVyV. SU5416; IMC-C2 2 5, Rtf 
RhuMabVEGF^ f£Z>W^ £>S^£ n^fS-gf ±W^»<2^^#J^& < 

1 6 . G#*> 5& 



1 7 . X^tfX 8 **, ^rti^M > Hn tf pn*;WV/— ;WRO 1 &Xte2& 
18. Gifi. j3-D-^H7; '>M^0> X^TJfX 2 ^ ^-n 

^n-r > h o tf n n # )wvs—)vm<o 2 1 0 mzm&i>tz. t p □ ^^>n? 





15 



HO OH 
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19. R 1 ^, jJcMC^Tf&tK fro, R 2 £i, 
^OH 




^— OH 

5 2 0. R 1 ^, TK^iM^T^D, 3&>0, R 2 ^\ -CH 2 -R 4 (££T> R 4 

tt", 6-t Fa*SoWHiU$>>-2-> OVm^t) «^3S18iB 

2 1. R 1 **, TK^^T&D, R 2 ^, -CH 2 -R 4 (JldT, R 4 

10 2 2. R 1 ^ zMfcfiC^T?*?), fr-D. R 2 5^\ -CH 2 -R 4 (Jl^lT, R 4 



15 •eiSfl5^*T?»5, I»^S1 4X«1 5|B«©^. 

2 4. #^m*/B8^&aH»T£&&©» »*^iib*©s i X"^nz>4k& 

m R 1 , R 2 „ R 3 , R 4 , mu Y, G, X 1 , MX 2 te, tt3£Jgl£P) 

&r)\s3rMm. m*Aj&immim. m*/uim&.mn* mm&$&w?uM> 
20 m$hj&&$mm\&m. m*/u&%>7b^^>mmfc, s^tt^nv-v* 




OH 



WO 03/080077 




£MBW, teSZu—nvim* -f^-7iDX &.®¥#>}fo&mm\> 

5 25. ^A/^ffljH^swa-rsfcjexJD, mf^qi i sem^s; i T^^nsft-a- 

« R 1 , R 2 . R 3 , R 4 , m, Y, G> X 1 , RtfX 2 te, BfcfcJE 1 £ 1*3 

87?* ) ^< ife If K±X^©i^i:^U#5t, MH5-7 
friary ? S-l; yA^tf>; H^V;l/tf X h#-> H ; H 
-fc^-k;K A°^U^^-fe;P; ^y7f>, ^IfU^ 
10 -fUy^>, iJ>-fb^> ; ^iVv^r. SU541 

6; IMC-C2 2 5, ^RhuMabVEGF^5^^51^n§ 

2 6. 5£: 



HO OH 

27. x 1 wx 2 ^ -en^tw > p □ t? d p # ;wty— )vn<o 1 &x & 2 & 
20 sxn o#x«i i&K:^bT*5D> fr-o, "tn^mkittz. /\n^>Jif, 




OR 5 



15 Xfc* 
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2 9. R 1 **, jfcfcfiTFr&t), R 2 ^. 



3 0. R 1 ^ *iit]inp-C&9, fro, R 2 fr\ -CH 2 -R 4 R 4 

6-tHD^5 : ;nfij^>'-2- f;W6&*-r) -r&&> 0^2 sib 

10 3 1. R 1 ^, tK^M^T^O, fro, R 2 fr\ -CH 2 -R 4 (^^T, R 4 

3 2. R 1 TkJfcHC^Tf * t> > fr?, R 2 *t, - C H .,. R * ■ :' £ T\ • R 4 ~ 
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